These findings indicate that FosB is essential for stress tolerance mediated by ΔFosB. These data suggest that fosB gene products have a potential to regulate mood disorder-related behaviors.
Additional Information:
Epilepsy and depression show a high rate of comorbidity, making accurate diagnosis and resulting treatment of the conditions problematic. Therefore an increased understanding of the genetic and molecular basis for this comorbidity is of great value to the diagnosis and therapy of both disorders. Evidence suggests that adult hippocampal neurogenesis is associated with both depression and epilepsy. We reported that fosB-null mice exhibit depressive-like behaviors in the paper published in Biological Psychiatry 70(5):487-495, 2011. However, it has not yet been determined if the fosB gene also plays a role in epilepsy with depression, and/or adult hippocampal neurogenesis.
We have demonstrated that fosB products are expressed in neural progenitors of the dentate gyrus, as well as mature hippocampal neurons (1, 2), and that fosB-null mice display spontaneous epilepsy and impaired neurogenesis in the adult hippocampus (2). Moreover, microarray analysis shows that genes related to neurogenesis, depression and epilepsy are altered in the hippocampus of fosB-null mice (2). Thus, the fosB-null mouse is the first animal model to provide insight into the genetic and molecular basis of the comorbidity between depression and epilepsy with abnormal neurogenesis, all of which are caused by loss of a single gene, fosB. It will be important to determine if alterations in the fosB gene, or its expression, are associated with these disorders in humans. Consequently, fosB alterations may prove to be important for the diagnosis and therapy of these complicated disorders.
